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(54)Tltle: PERMUCOUS PREPARATION 



(57) Abstract 

A permucous composition characterized by comprising Antago-3 or a physiologically acceptable salt thereof and a sucrose/fatty acid 
ester. The composition can serve as a pharmaceutical preparation which has the high permucous absorbability of physiologically active 
peptide Antago-3 and is unstimulalive and stable for long. 
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EA safA.|of^8| : o^soflHoh oWaafoiS, aaff*, 9\s.7\s., « 

E«h B)-»>|oh EW?I^E.h * a 30|| •-):*: fh 

EP : a^ea|of, ^7|on, ±n<Sl, E.&±, g 

^, aa|^, ohsies = , oiaaioh ^fl^a, a>-^. MIHShs. Jts*Sh ± 
SH0!, SLHH, /+o| = b^, 



OA OAPI^Sj : ^ = ?m^, una, g^o|-=a|?h 
7». 7|M|, aal, aalen-i, m^a, 44 V. 



^>-H^*l : tf u Noh o^Di|u|oh £^S£|oh 2^Ba(li!£|oh o}4£UK>l&, 2_±. 
Moh«l|aJ6||2.«m. uNfois.^, *7|e|oh safS, daffi, ?H>-fch 
s^. ¥«h 4a, chiasm oh, ^mi°j, esHH, s-sj. 

oh S7|a|, oi^aha. o|-o|£glH, Tflut, ?|=7|2S, ch&sj^, ?w*a 

ft. Ai|°!E=A|oh ^aiV'h afo|n|B|oh ail^s, aj^-oMoh ^^3, am 
u|oh *5E«h DW7b?f = , o^£l)oK ^ah^, ffllAia, i = ?flo|, & 

#Sb||qoh #sa^|oh smyt^e. •¥- = HD||u|^ih b|o|7|. £a|Mc|- 
^aafom, ^Tjch *sm?|^ih 4Hfeh 

^□Woh EHA|oh 4*Eh ^98 a. ^71-ss., 7 huh a-a|oh £!£M|A|oh 
98, A|o||ahE|g, ftaftaNlot, 
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°mH-3(Antago-3) ££t 9 5! *rS x|8te> o||^E)|sg s #s^ ^J°£ Shir ggsf 3S£§ 

1 

tt 3I3IS 31 SS 4 s Sl^. 



ggfSS sh7| Sh^AJ is a-Mslfe tW«(o|«|- "£>E^-3(Antaoo-3)" o|a|. &cK) SE^r =lb\ djgHjfe. g# 

3ioii #s aoich 



1 2 3456 7 89 
(S)Pmp-D-Trp-lle-Gln-Asn-Pen-Pro-Arg-Gly-NH 2 

S., S 

Pmp: p,p- (s-EioraEwiatyj-p-D^s"^!^} 

D-Trp: D-M|£p 

Pen: L-JHM4|(H°J 

lie: L-o|^SO|d G | n : L-S*E|-e| 

Asn: L-o^nfBfZl Pro: L- = *S 

Arg: L-o r = 7|t! 

2IEH1-3& &Xrlf 1172.4721 0£ flE|£0|of, ^S r o1 ££» ^0|S|°l a A | £ Aj Zj S xfgg ^a| £ aJ #Af*l|(WO 
94/25485- A)0 1 CK 

gal SIEIHfc g^F at aa°4 ¥-<>l£^ 54i £*H7 r £|7| tlcfea. 9=1 ^<^s^ at ^sMdol S*7| mean 7H2| g^£| 
*1 Sfecrfe go||Ai ^awis +ots|fe 501 siKhatoicf. 



d3l* «7h«KH ^§21 Soil S4A|?|fe go|| s|4, tt&A|ij %a.7\ sycf. 



he|=2| ggat ^-oi 3|3|£*ifc. A|gsa|^sa# 3I3KSJS- S2 3190-190925 Sfi), S# 

orfe 3I3KSS **| §2 3194-250685 gfl, § 5?H 3188-29325 §fi, # ^S| g?H 3193-1942605 §£), TflS «r£3l 
• &tt°H^ 3I3I(HS 3184-1308205 Sfl, § 3187-1850305 §fl), #4 *f£!3l# «Mf«fe 3I3K2S ~*1 iPH 

31 86-2675285 SM, # 3188-1965245 §£), X|^a> o)|^Ej| If JH\H (SJ# #7H DI88-398225 gfi, # 

^190-2145 §fi, § 3190-1010205 gtt), A r ? r a r O|=# &^S r ^ 3fl*ll(«ie ^*\ 5fi 3191-5029205 §fi), 0|| g| C| o*°l A> 
oNlSti 9# 3|3l(fl& g?H 3190-3069215 §fi) #0| <£BW Sl^lEl. 2.^21-3 SEfe n2| ^a|4|^o^ 

S# #a 4^°^ S^-Ste gge| ^.(H 31 31 o|| cHs||AH*r 5J1a| gfcK 
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EHSo)|7)| °Je(2-3 oWlsy S(o|©K aem "SEm-3"o|a|. »ch) ^s°i|(io /<g/kg)# S^MI ^c*|5H# oh, ^-04 30^ *2| x[ 
3 S^2| y§t€ 30 %, 1A|^} *°| ysfo 5 %o|sach 



SS. yef2-3 4»*«|ai a«l ^oisfe +013 400 Ao/kgoKHS. 331)41 *<NA|af §§g oj&g ttfjAiu ^ 



7H^*I|SAH #a|^A|o)iie!Sa|aA|HsaS!o)|E||s, «H|A|e, ^HUS^S. ?h==S >4H#, o|H^Elt! at «W£^ 
Aj, oHlglC|oh°jA|-oWIM>4 t-^S. ClRA|§>4 i_|H#, 3-A|#SQ|i:Sa, #a|-fe!S ttef £ - ^a|l£|£!>4 c|i_fegg °(. E |. 

§S «I3 fiat xRaj^ ^cfe 50I eS«HScK 



#a|#m|0|S 80, #£|^A|o)|lty^ = b|^ H i£^s||0|S, E^g a^ N.N-C|0||ScnA||£O|o|£.(O|S|-, "DMA"S|-j1 »ch)» °}E[ 
12-3 ^§5!jcH| £7|S §^o|| cHsHAi o> E ^_ 3 o) vs . fe£ ^ ^£ g^(o|S|. "AUC'am Sc|.)°s^-fM §4= ?H^» 

S S7fsh«td| £|Sw£ S4 7Hd a:n|§ i4em*| &°tcK 



as. 7H-t!*)l# fi?tS £|em-3# °J|*I|£AH ggs| <=a|s|-7|o)|^ £7|-*l| §xH°il a|^ bjjsf.gjg go) g^tJspl ^} °j 



S StS*>SS Se|I1-3§ -^S. AHg-o^ sgsfe *||*flo|| chshaI o||s| ojzjig saf oM=m-3 5! *H<3 

o)|^E|| s# 3L&*fe fE^!#(o|*K "g. yge) ^£!#"o|e| Sc+.)S ¥-<>ms# ctH, £}e|O1-30| b|S°t °j sj^ g°|o)|xi oH-^ s 



aEH<4, & iSfl ISfSfe =^Aj x|| x|| fe A-|«M4 ofl^Efl =SJ bjj^ 5Efe 32011 2|SH itS ^EH# 5St«f 



& SJS^f§ BtS fiEfl* ehE|-ll-3 S^f ^fi x|| x|| oil WMM of|°| ^t 1 * S ^fMlJE St^leJ S*H!8S.2te(o| 

*h "BZCL"o|a| «H=f.)o| 3*9 x|^Aj. oil^EII as| ^ §y §J2 as|§ §>^cfe 7i, 3ES1- x|=o| 7H2| K7| nHSo|| 
(HI CHS SS£o| Q H-?- ^c:fe 5§ sJ-gsiJi g ygi S^AiacK 



g agoll 2|*H aS^t ^-Ol 5St€ 2fE|2-3 1 §gf^cH| q|o^ x|g- x| ^a} cH|^E|| if 0.25 M|x| 50 §tf^2| 

UHSS 50|C|. X|& XIS-AJ. o||^Efl s°| X|^yo SA ^ >iEJ|o|s>4, ©o|EAj i □|a|^ey, £(■•?■ g ^ oioo^ Q \m *\ 

g^SS| CHIr^Efl a, C|0||^:EHs, S£|(H|^E(|=. SEfe- 0|#°| $H§§ A|gf> ^ 2ic|. 

^ISSSAife S<3ll J\\n go| oj|x|| a| «a x||x||# g ^ 5HCK 



§°J| xil^lcHI g7|?h ^ 5Ufe gt^SAife BZCL# a|#S> ^ 919.o\, x|^>4 cH|>iE|| s ! §^«o|| cH*^ BZCL 

0.03 MJ^I 0.5 §tf-^. uHJ-s|*l-7||fe 0.04 M|x| o.16 §lf-¥-s| b|#s uHSSc*. SS-^lSAife. ^aNi^, #s| 
SMS §a| 9# a o|o|=#, SsxflSAHfe »| = ^a| 2Ls^^#^££S(o|e|, "HPC"£|S ScK), #a|b|yn| 

#£|^(o|5|, »PVP"am *hch). ?F = ^a|o||1^©s£^ LfE^oisi, "CMC-Na-am S^K) Si #a|u|y SJa#(o|*h "PVA"am 
Se|.) §tl^ 2ic|. 



xi|xi| o| a o > & ^ g o| sggjif, 3^ x^, e>u|^, ^s.h|», |fS2£, a- x|*|^£ HPC2MM 

# 57|^o|| 2|«H §YSfe at 2^9S ?l SHd &^|CH| 2|*n « °s|^ ^ #o S ^ aicf. 

as. & Stgei s4!go)| gt-^fl| , t||^ ^x|| g# g7hS ^, -&7|cH| S-as^ afe g ¥-o| ^Ifll^A-i a|s& ^£ 

°!c|. ^x||SAife HfB|^A|tf|=ES o||>:E|| b#, BZCL, iSS^&i, q|s|HSoH|Ht!- l-IHSS, SSfllSAife HPC. PVP, 
CMC-Na. PVA, ?| = ^A|d|y #e|ch §§, TflS &^ x1 | S a^ ^ SSf n|Q|x|^, gH3S# §§ 2ic|. 

<^9# ^a|«|7| ^|*h gEH> 

o|sKH| g. fli^oiisAi l.|e^cK Eh o|^s «■ SS«te ofu|cf. 



<d|jacHi 1 > 

SEU-300.0 mg)§ ^-^^ 100 mL<H| S«H«h»l 0.01 % °jEH-3 *H*il* AISS^eK 
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< H|jnoii 2 m*| 4> 

UL510II 10|| ^ShOi, 0.4 % °hE^-3(ti|S0(| 2), 0.2 % £j-E|-IL-3(tJ| JHO|| 3) 51 0.04 % °}E^-3 ^£ JilOfl 4)# *H3ES|-^ 

<b\M0\\ 5> 

0.16 % 1 mL SJ 1.0 % #al^ A lollS?!!Sa|^A| = s_*jeyoi|Efl e ^gQJj 1 mL* § 0.5 % #a|^A|oi| 

B!«#a|^A| asiiaoBEJ a 0.O8 % yef2-3 *»*il* *i|s*hach 



<u|jnoi| 6 M|x| 20> 

tJ|jnoi| soil ff^Ol. 0.5 % Bl|A|H(u|jilo|| 6), 0.5 % n = M-^.#(a|iI10j| 7), 0.5 % a£} L.^#(ti| JHojl 8), 0.1 % o[2.^ 
&|y(b|jno^| 9), 0.1 % a(-A|^a^(b|jiio<| io), 1.0 % o||l@!qo|-°iA^HIH>4 u^#(«|Jnoi| 11) ai 1.0 % 3|^A|g/4 ^ 
W 0.08 % xilxi|(ti| moil 12), 0.5 % N|^a|§>4 14 eg 0 .04 % °[e[2-3 *\\x\\{*\ Sofl 13) S! 0.5 % 0-a| 

#Mq^HS(u|JHoi| 14), 0.1 % iJ-ai^JAh ^eg(a|jaoi| 15), 1.0 % #aiHalB# cmM*(b|nioi| 16), 0.5 % #a|£u«o|]E 80 
(b|jnoi| 17), 0.5 % ga|^A|o||g^^sb|Eh jai3 - S ^aiIo|e(d|jnoi| 18), 1.0 % e^e(b|jao|| 19) a 3.0 % DMA 0.08 % 
°j£[2-3 ^£ x-i|xi|(a|jiioi| 20)# *l|3EShac:L 



<b|jnoii2i> 

1.0 % °jE[I-3 ^§<^ 1 mL a 1.0 % ^&X|^A|-oi|^E«s(^E(|O^Aho||^EJ|a)S^ 1 mL# g ^ §g 2S*H>| °i 

Ef2-3/^& a|£^ chi :±:EU a(i/i)°] a§ D 4 ^ sgg-g °J°jch o^|o|| 5.0 % ^a|Ai|£! ^§°J| | mL » 1 .0 % SlS^f ^ 



<b|jao)| 22 > 

*\mo\\ 21 a| °J-eml-3/x|-S- x| ^Aj. ou^|a(i/i) 25 5^^# 5.0 % gaMia 1 m L, 0.2 % iHIS^ai- 

0.2 mL S! 0.4 % HSl^S! ^§°J| 0.2 mLCHI £7Wa| 2 mL£ Sf-E ^S^oil §SH*K*| ^-Oj 5^ 



<b|jao|| 23> 

5.0 % °JE[2-3 I mL 3! 1.0 % x|^ x|«j>4 ofl^Ej S (^| oh-** oi|^Ej|a) | m Lo|| ##^* 10 mLS. °}#cH, 

eiEm-3/x^ xia-Aj. oii^Eflsd/o^js) ag°t 24* sy^f. *ns*rach 

<b|ilo||24> 

0.8 % °i£m-3 I mL, 1.0 % x| gJ-Aj. o||^e|| e^Efl o^aj o||^E|| a)^S°J| 5 mL, 12.5 % 2mLS! 

0.4 % BZCL 0.25 mL^| £f^°ifol| g-JM* *p|-o|| °|*H 10 mLS ^Of, ^E^-3/^S x|g|-A} oil^Efl a (<|/6.25)s| 39^1 

¥0i 3L£J^ *PH|* XllSEohacK 



<^jA|0t|1 > 

0.16 % °lEHl-3 t§°-1 1 mLS! 1 .0 % o\\±Ei\m.(±mo^£l oli^EII a 1 nLf S&Mf §1 Siofoj 

£mJL-3/A>9 on ^Ejj e(i/ 6 .25)S| 5^## 3°J^K 



<-yA|at| 2> 

0.08 % eJ-Bm-3 1 mL S 1 .0 % A>g xigj-Aj. o|| 5(@ D | e/4 oj| s) ^§ojj -, mL# § ^ & *|. ^ 2^^o| 

^ois eiEHi-3/xhif o||^E|| s( 1/12 .5)a| Sa^^oi ^ah^^. s # ^2mLO|| S«H^ gg^ ^oi -ah xi|zi|# 

*||2=*hac:K 

<^A|oi| 3> 

0.04 % °iEm-3 1 mL a 1.0 % X^ X|gJ-Aj. o{\ a.e|| a(^E(|o|-aAj o||^Efl Oj|-^| ao) ggf d | -gqij 1 

mL# g ^, §3 gcHS eiBFJi-3/x^ x|«t->4 o|| a.e|| a(i/25)s| ggst ^-Oi ^^|## 2 mLoil S«H*I- 

<4JA|oi| 4> 

0.04 % °iEm-3 1 mL S! 0.2 % x^ x|^>4 o\] ±Q\ *(±m o^aj. oj|-E|| a) -gojj t mL§ g j-l §g 
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<^JA|0|| 5> 

0.02 % ^Bf2-3 ^§^f 1 mL SU 1.0 % x>a *l £} oil^Efl s(-E|| o^>4 o||-El| s) ^-gqjj 1 m L# S ?M ^, -13 25*^ 
£CH*I em:n-3/xhS ^l^o||^E«s(i/50)a| 99^1 *oj 2L£^§ 2 mLoji »«H*FQl ^aj ^aj *{|*ll# xhj 



< ^A|oi| 6> 

*jA|o{| 1 S| X [Q x \ gjAj. 0||>iE||s(^E)|Oha^ o|| e|| a)* xj-gf X| o|| ^ a (xfy affaAj o||^| e)a|- cH*i|fi- 3d o|s>|fe- § 
<Mf>[7\\ *|B|«ra ^ch^i emn-3/A|g- x|»M4 o{|^e|| s(i/6.25)s| f-oi 2 mLOfl gSHShOi ^Oj s 



<^A|0i| 7> 

aja|o|| xl^Ajoll^Eil a(1/6.25)a| 39*1 2S§g 5.0 % 0^|H 1 mL Si 0.2 % BZCL 

0.2 mLH| ftmoll »7J«HH 2 mLS Be ^& OJ W\ *«H«W 99*t ¥<>l 2=£# ^£ «IS«W|t^. 



<^a|o^| 8> 

4Ja|o|| 1S| e*EK2>3/*F9 0||^E|=(1/6.25)S| 10.0 % :fcstJ|e I mL Si 0.2% BZCL 

0.2 mLS) ^tJ-^ojj 2 mL^ » ^§^oi| §s||t*K*| ^o^ -ah ^j^^ojcK 



< ^ A|oi| g> 

4jA|oj| ia | oj.E|-3J-3/^ax|tfAK)||^E|a(1/6.25)S| 99^ ^##5.0% 1 mL 3! 0.2 % BZCL S^j 

0.2 mL^I £t^o|| £?^KH 2 mL^ » ^S^foil S*H*K>i 999+ j=o| ^ ° -ah *||*|| # xus^ack 



<^A|0i| 10> 

0.8 % ^EKH-3 ^&°J\ 1 mL, 5 % x|8*aj. o|| -e^| o|-s aj. oj|^El|s) -goij 1 mU 12 .5 % gaMIS 2 mL, 

0.1 % CH| ft nhBhtfl -0.2 % 1 mL, 10 % HPC 3 mL *l 0.2 % BZCL I mLCHI Sfl^ 

oil S|§H 10 mLS.SK* S*eKiI-3/a>9 *I«M4 o||^E|| s (i/6.25)a| 99*+ -ah *]|3ESh2ich 



<^A|oi| 11 > 

0.8 % °JEf2-3 ^§^f 1 mL, 5 % a^ x| gj-Aj. o\\ - Efl s (-^e|| 0 ^A h oj| - EJ| e ) - S qi| , mLj 12 .5 % #a|Al|^l 2 mL, 5 

% S!S S*iSS 1 mL, 10 % HPC 3 mL S 0.2 % BZCL 1 mLo|| S^Jdl a|«H 10 mL^ 



<^A|oi| 12> 

&EU-3(16.0mo)o|| 1.0% ^9 ^l^0i|A>E||a(^Eyoh5A|o|I^:E||5) i 0 m L, ^ 7| s_a-| 2 % «hO|fc*|^ 105(^S: 
^0^A^ THIS) 9.2 g S 1 mol/L *t(smif ^S^(0.8 g)S ^, S§§ 20 g£S *HE1 S ^^o^ o hE ^ 

i-3/^a ^ o|| AEj e(i/6.25)a| 39^ ¥-0^ ^ xh|xh|# x||^5BcK 

<^Mo\\ 13> 

5.0 % ^EHL-3 1 mL, 1.0 % a^ *l ^ o||-E|| sf-EllohsAj oj|-EJ| s) -gojj 5 mLi 12 .5 % 2 mL 

^' 0.4 % BZCL ^S^i) 2 mLoll Sfi-^ S^WI a|sH 10 mLS ^Ef2-3/^if cH|^B|| a(l/i )a| 39^t ^oi - 



<^^|o|| |4> 

0.8 % ^EhJl-3 ^^Qi) 1 mL, 1 .0 % x|^>4 o|| -E|| s(^E^|o|-s aj. o||-e||s) 5 mL> | 2 .5 % ^B|Ai|^j ^^9i| 2 mL S! 

0.4 % BZCL ^r§^ 2 mLo|| ^l*H 10 mLS &e&-3/x^ x|^>4 o||^E|| 3 (1/6.25)S| 99^ ^.^ - 



<^a|o^| 15> 

0.8 % ^£^-3 1 mL, 1 .0 % *>8 a|«M4 o||-e|| ^ (-^|o^>4 o||-e||^) 5 mL, 12.5 % #£|^ie 2 mL 

» 0.4 % BZCL 1 mLoil ^y[o\\ fi|«H 10 mL^ «KH x|»aj. o||^Ej| s(i/6.25)s| 39^ ¥^ 
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KIPRIS(S^H^61g^) ffllOIXI 6/12 

<*JA|Ofl 16> 

^A|pfl 15^1 0.4 % BZCL ^g^i 0.2 % BZCL ^S^lHm q|*J& 3d 0|S>|^ ff*|*M| S*mcN £££ ~ ^ *l|xfl» 

<AJA|0|| 17> 

5.0 % 1 mL, 2.0 % a^ *l ^ oll^Efl s(A,Eflo|-a aj o||^E||a) 2 mL, 12.5 % 9BI4IQ 2 mL 

SJ 0.2 % BZCL 1 mLoil £7^1 a|«H 10 mL^ «W ehe|01-3/^9 *l ^ oil^Efl s(i/o.8)£| §g^t ¥-o=i 

^aj *H*l|**l|3=Wttc+. 

< A JA|oi| 18> 
(«#o|«x||x|| 1) 

50 mg^l 2.5 % *|g *l oH^Efl s(^Ej|o^ aj. o||^Efl a) -gqij 4 mL| 0 .4 % BZCL r§ OJ l 2 mL 3! 12.5 % g 

BWIH 2 mLoil fffi.^ &?to\\ SjcH 20 mLS x|^aj. oj| >^Efl a (1/2)S| ^-0| ^£ xj|xj|m. 

<AjA|0fl 1 g> 

(fi£o|ff 2) 

4JA|ofl ISCHlAi 2.5 % a>& x|^>4 o||^E||a(^Ej|o^AJ- Oil^Efls) -§of) 2 mLf A»» 7A 0|£|fe §SJSPi| , ^E=KH-3/ 

^9xutfAK«^E|a(i/i)fl| ga^t^ *l|*i|ff flla&«»ach 

<AJA|0*| 20> 

(«£o|«xi|xi| 3) 

e A l°il 180i| Ai 2.5 % a|-S x|^Aj. oH^EHa(A.E«ohsAj. o||^E)| a) *r*>% 0.8 mL* A(.§£j- 3d 0|S>|^ i^o^, <&b[ 



< A JA|oi| 21 > 
(«£0|**M 4) 

^A|ofl 180i| Ai 100 mg^l ehE[01-3S M&°[Jl t 2.5 % a|«M4 oj|^E|| a (a.e|| oFa aj. o|| a,ej| s) ^gqij 2 m L* A^*l- a o| 
Sit §^oh7]| 3&^0i, oj-Ej-Jl-3/Xl-g- Xia-AJ Oil^BCI e(1/0.5)S| SS^f ^ ^AH^ 4, AH sp-fls. qi^Cf, 



< aja|o(| 22> 
(fl^o|Sx«fl| 5) 

AJA|oi| 18cH|Ai 200 mg^l °^[2-3f A^^JI, 2.5 % X|8ftj o|| a.^ a(^g|<^a aj oi|^Ej| a) ^§qi| 2 m L# A«» 3 0| 

*tt«pu s^moi, ohEfji-3/xfs- xi^aj oii^eu ■( 1 /o.25)si aa^t ^ >-ah x -iixhis »ys«hacK 

<^A|oi| 23> 

ulJaoil 210|| &t>W fl|3EB- *|»±J0||^E1-(1/1) §3 £=e ag°t ^-^ s«lff I0 mg4 290 mgi S 

•FSa^K o| 30 mgi 9§ H#(4£)o|| *g*M>i ag°| ^ ^ah^ «of xp-ii-g. x03£*hSGL^. 

< A JA|o^| 24 > 



<AjA|ol| 25> 

ehE^-3(16.0 mg)ofl 1.0 % xja ^IBJ' A i o\\d±m =(So| baj oH^s) §qh 10 m L, a 7|^|5_aH 2 % «K>|a|^ £^ 105(^H: 
em ff0H»A|. 4|ff) 9.2 g 1 mol/L ^tW^i ^§^(0.8 g)ff S»* 20 g^a_ §f2 S **«K>1 

a|«v>4 o|| a(1/6.25)S| SS^t f-Ol 3EAi^ g x||7H|ff ^S««c*. 



<^A|oj| 26> 

AjA|oj| 25*1 a>& ^1 ^aj o« ^E|| a (g D I a aj o|| ^ 2)5 x ^ X\ o|^E| A(a|B| ^ b Af 0)1^ a ) S q|*|| e ^ 0|fi|fe- ^°±H>[ 

http://patent2.kipris.or.kr/patent/XML/KUMUKA77/101 9997009447.XML 2005-05-17 



KIPRIS(§3H"8l§fi) mi 01 XI 7/ 12 



off^| = (1/6.25)21 SSet U *i|2LSF£i 



»| S^SK^, 2fEf2-3/xfg off^Nl =(1/6.25)21 SS^t a *t|3&sFS<^. 

^5 eHM(8^)S 418 7Ha|So)| olI^HaKISS i*§A|£ch ^-a||gi D^|SK)i| x^^o« ?HNIN§ ^2I8W «a| ^I^^S 

d(50 mU/kg/£)# °igg nf®# a»» s|S a|s§ Sb| ^(100 yL/kg)S^cK A|jg. go) a A | 

££j Eh^2| ^ iifSoil sic^Ai 1 0S 212| ^ &j££|- *!^2| S3 ^§ 100 %S C0)2| £1g## 0|S^&| °mH2-3o|| 

a|» <>W\ *tmm i^EMSlcf. x>3 y##o| o %oi| JWf^s ohE^-3o| ^§o| a*^| utEfttcfe 2!S 

2|D|^CK 



[M1J 



As. 




(%) 






(hr) 




0.5 


1.0 


1,5 


2.0 




1 


10 ! 


30 


5 








2 


400 


80 


25 


20 


20 




3 


200 


90 


70 


60 


50 




4 


40 


100 


100 


100 


100 




5 


80 


100 


100 


100 


100 




6 


80 


100 


100 




100 




7 


80 


100 


100 




100 




8 


80 


90 


50 




40 




9 


80 


10 


100 


100 


100 




10 


80 


100 


100 


100 


100 




U 


80 


100 


100 


100 


100 




1 12 


80 


0 


0 


0 


10 




13 


40 


30 


20 


15 


10 




14 


80 


100 


100 


80 


40 




15 


80 


80 


80 


80 


80 




16 


80 


100 


90 


80 


75 




*»H l 


80 


0 


0 


0 


0 




2 


40 


5 


0 


0 


0 




3 


20 


10 


5 


5 


5 




4 


20 


30 


10 


10 


10 




5 


10 


30 


15 


10 


5 





si 2tS# 37| t) *H A H -c- ^-cmf 400 Mo/kg o\&o\ HashSJcK 



£E2h §4= ^HdfllSAi S£|^A|o||afi|ga|aA|n^iyol|E|| s, BOAIU, ?h=S4j qii, ?hH = >4 "-^S, ofHSElt!, «WSa* 
41. o||i!S!c|oFojA^HIS-^ m§, 3-A|asei^HS, tfaltfi* ga|Sa|@^ ^M^gg OEfa-3og 

oilfe. S4 7H41 l4ehj|x| =^fe ««cf. SE». c||^A|gAj m§§ ^ 7 ^i g^o||fe s ^go| ^ 

^g^F S^r 7Hd Safe ^e^cK 
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kipriscsjh^sm) 

16A|Z> 2±IA|£| Sf5 b|^M|o|| o^iaol n|*j A|fi 100 yL/kg# ¥-Oj*KH. ^ 15£, 30-&, 1A|£1, 2a|^ sj 

4A|^> ^oi| 3S°Ho||Ai 0.2 ml_2| S^S *H?l«fa^f. 0|3d^ *H^aoll ^9J|tfa| 1/20 xjsH*1|(oKE£E| t!(£|-2a 

So^Ah HIS) 100.OOO K\U&\ *H±B\&(M=l°lM nm) A mgi 5 ml_o|| a^a| §*h^ qij)° *ng^o| « 9 ° ^ i§ 

°l «m» ?J=r §0|| 2§5f2 l.5A|Z} OIM1CHI £-a|(4 1C, 1600Xg, 15£Zi-)S|-<* tjS# 0j|^| -80 1CS J2 

(2) ^CH 

ShS# ^-E ^e«S SKH SIS a|s# ?a}# se^ a^$K^ A| S 7h SJ 100 wL/kg, 3&o| 3^ 

^ I00 Ag/kg# ^-SJ°^ 3ti A|S7f Aflx| t«* ^SN^. 5! «*5acK 

Sf fe£ ^ti*f S*I(AUC)# A^a|§a°^ ?H-tj## S4= JH-fcjxil-S- £7|-^x| a|s u| Jnoi| 2°| AUC2MM «l 

S ^E|-LHa^. e>Eh31-3# 80 Ag/kg n|S a|so|| cHsHa^ u\jn.o\\ 2(400 /*g/kg ^-0|)S|- u|jnsp| S\Z[<H, AUC 

5 u||SK* «7}St5acK 

22(112515 3011 



«^ AUC ^ 7B>H#- f^wl 


A]jg. 




AUCo-^ 

(ng • hr/tnL) 




AUXhr) 


0.25 


0.5 


1.0 


2.0 


4,0 


wlH^l 2 


3 


2 


2 


2 


1 


7 


1 


17 


1 


0 


0 


0 


0 






! 18 


7 


3 


0 


0 


0 


3 


2 


19 


1 


0 


0 


0 


0 






20 


1 


0 


0 


0 


0 






-S*H 1 


60 


30 


15 


5 




46 


33 


i 6 


55 


25 


15 


3 




38 


27 


7 


65 


35 


17 


5 




51 


36 


8 


55 


25 


15 


3 




38 


27 


9 


60 


35 


15 


3 




44 


31 


10 


50 


20 


10 


3 




31 


22 


11 


55 


30 


15 


5 




45 


32 
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KIPRIS(§:>H«*8ISffi) 01101X1 9 / 12 




m& AUC * ^ 7fl*§ (^31^ * 






« *5L (nc/inL) 


AUCo-.4hr 

(ng • hr/mL) 






0.25 


0.5 


1.0 


2.0 


4,0 


V]M<4 2 


22 


15 


9 


5 


2 


27 


1 


i 


35 


27 


15 


10 


1 


46 


9 


12 


42 


27 


13 


5 


1 


39 


7 



36 n|, ^-OiS^fe 7 an <-H*| 9 moiach 

<go!j j,| X1 |o| oj S g> 

& S^SS^e) *l|S5ife xH|x||(^A|o|| -|3 mx| 17)* ^SS°h opB7f -Mtj^oil £o| 5 "Cg. S§*h21 

£^ ^eH* ^i^ 1,000 <|i£ 87H«cf. 

^fllSAi eys ^Mg(b|inoi| 21), o)IHnfa^/iESl|iifa^(b|5io)| 22) # %7[*t ?A, &e 3d («l soil 23) a 

BZCLal S7^fo| 5)(a|aacH| 24)€- M-E 3 U*oj|fc TJij- x|gttJ. o||^E|| as] a\&a\\ °|SH U|Ers|o| a[«cf. Zie^, x\<g x\*} 
ti ofl^Efl - 1 §lfYo)l CH*KX BZCL^ 0.04 #§f^ o|^- 8)7^ 4JA|ofl 13 m*| i 7 a| ^efl§ 

8^2] ai£» 15# 5 oha|s. s^ch u|^m)ch| 1 u 1 S|, s|fj a| S 100 M L/kg# 7 2^ f-<H*hS 

cf. 8 ^«Hch| u\&& SJS*W H|^ot|Ai Aj^-g g=tshcH 3 * a = :n§sK*| s^f qst«lttch ^3 10 

m*i 14 si*. s^2i ^eh, y§t si «*si ^o\\ ch*k* ^aissi^ a^t ««raeh 

um^SLl 7M£ ^$o||AH b|a^2| 0|^ 0 | a^ojg g £ o| XR g _ 0 |^° ^ojg. « « 0 | S.c|- Aj^o)| ^o)| £7J g 

£, xra^oI sucu «KftcK ES, uia^sf 7W£ ^o\\M b|gsf gn|°| t^. ^ai. £Efe $«|o| ^°j£|fe 

m^SAH ±\<3^ a A|^oj q|^HHa)|A| §a|Qi((^ 3£2j ^jn 7^A|7;|7ho|Af)# A»«Kacf. 

Oaf) 

5. 4tH| ^ E [.yjc:K 















3 


2 


0 


0 




5 


0 


0 


0 


"l^^l 13 


1 


2 


2 


0 


21 


4 


1 


0 


0 


1 *Ul6fl 1 


5 


0 


0 


0 


2 


5 


0 


0 


0 


4 


5 


0 


0 


0 


15 


4 


1 


0 


0 



http://patent2.kipris.or.kr/patent/XML/KUMUKA77/1 01 9997009447.XML 2005-05-1 7 
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iWW S! i§ 4,^2) "H-MIS #^Jo| asfsio) §z> gta) x 



u|jaoj| 2I2| 2- S! ^a|o)| 15S| 5oi|A^ 2\ 1 £g &*12| h|a||je. ^#£151°^ q|3Eoj ±j<g^°| 3Sc|- go| 

121 5. 4!-M°1l 22| 5, £U|ofl 42) 5 S! q|^SHelld2| 5o||x-|^ xf=^§ «f£l£|x| StSW. 

<S£o| A|a> 

3 k 0 2] S!$o|-i- d^*W °m §j^o| slxHHI HS^oj oh S5 j. AtEHo)|Ai a|d|g(*f*jL)o| ohBH-§- 
#x| ISS^ch o|o)ah, siting gtf £^ >t=e||o| Sif: 50 pL/§^)# ^*|sKH 4 

M|x| 5 ft| g&¥*K* -yen ? I- e^SS *oil <dEK^ 1 cm)§ u|£W|o|| 1 a|o)| 50 U L S^S^K ^ i F- 

n|tj°i(o| ^.§s|x| &t>W\ ^loil, ^oj£!- s>|u|gg ^;^o£ efo* °f 103-ttS 4t*isu>, 

o|o|Ai 2** u|&o|| cushoi 5Y*f3^. SESI-, §fg ^04 3U sH^^H ¥-<H* 24a|?J°| *HS §s *o)| ej 

*H«S 1, 3, 4, 52| 5. 15, 30&, 1. 2A|2}(*| 5 A|a)o)|, 22] 5. 15, 1, 2, 4, 8. 24A|£}(7|| 8 a| 

a)<H| ms| go| at S^a^ n|S9i)oi|AH 0 .3 mL *|«*K&cK 

Su| Jf(*|S>|- 3£Sj-sho| l&S *9f aH77l-x| -so t!0)|Ai M^S^ch 

<l!f fe£2) 

SS 0.2 mL 4|x| 0.05 mL, MISS S?!j(0.04 ppm e)MI=e|2] 70 % d)|eI-# §°lj) 0.1 mL 5* 0.1 M ej^-a (pH 7.0) 0.5 

mLf oK>I^S(lsolute) C18 ?hSa|A|(^.qga|^ ^|g)o)| ^7^04 ^^°| tSt &*h-M?1, 1 % oWIMfc* a\\ 

e§ 2 mLS 2hEHa-3§ &£*\&c[. &£J- xfl7|«^ot 5*So|| D|EW:1.0 % oMISti *«l(7:3)» 0.2 mL § 

*H©hoi a|s §°-i|£S s|-sach. SifS S^o)| cH*Ha)£ =.^sh7H| as »l-sacK a|s go,) °! 2^ geijoti 



fS5j 







«^ « fntr/ml.) 






15^- 


30^ 




2A1*> 


^^l<4| 18 


112 


372 




346 


456 


368 




±23 


±105 




±80 


±52 


±78 


^^1^ 19 


286 


491 




419 


313 


407 




±111 


±193 




±105 


±66 


±107 


^>^H 20 


74 


102 




160 


' 96 


130 




±23 


±105 




±80 


±52 


±78 


21 


385 


1161 




2087 


2252 


2424 




±152 


±245 




±651 


±592 


±692 


<fl 22 


828 


2118 




4201 


2903 


2851 




±345 


±992 




±2039 


±1128 


±1446 




S.E(n=4) 













& y-ssi nm^ ^£.71- uga-mi. ^ x\&±t w^w^m ^£7ho.i % (^a|oii 20), 0.25 % (^>-ioii 19), 

0.5 % (^a|o)| ^8)3H sol ScHgo)| t$z\ ^5 if feo^|ft|, ?H4j Suffe ^3 x|^>4 o)|^Ej| = °| ££o|| a|§s^ 

-yAjcHi 190)| msDAi f-o|^ 24A|?_l-o| a§ fe£o||Ai 2cH*|fe. AUCdl-M o|### ?-*h2Cii-| 33 %o|sacK 



^3 x|^oH^E||a2| nil, fe£7f0.25 % (tf a|o|| 19). 0.5 % (-ft|A|o| 21), 1 .o % (4iA|oi| 22)s* 
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KiPRis(§3H"sigs) mi 01 xi 11/12 

m • 

HOIS oil c$a[ tig fe ohS^ 



«M Sh«1*J isl SEfe aa| ^a|^°s sigs)^ g S! oii^Efl s# s^s^ 3# §g n 4 f-o^ 

< 1 > 



1 2 3456789 
(S)Pmp-D-Trp-lle-Gln-Asn-Pen-Pro-Arg-Gly-NH 2 

| (W# 1) 

S : S 

^ s. 

Pmp: 3,0- (3-E|oWEhD(|ge!)-0-c>iasHSii|-&-i4 

D-Trp: OHMS 

Pen: L-fll M 41 ot-EJ 

lie: L-o|^mo|AJ Gin: L-#^EJ 

Asn: L-o^n^zJ p ro : L-HfS 

Arg: L-of = 7|t! 

S^t*2 

*)|1SH>|| SIC^Ai, 31«H 12) a (.g.g c£- a2) ^a|^o S &)§£)^ g 1 #tf^o|| CHSI-CH X|gJ-A(. o||^E||=S 0.25 M|x| 50 

= , *12 a^stl o)|^Ej|= 5Et o|#°| 2# o|-ys| £S-#°i f-a| 



1 2 3456789 
(S)Pmp-D-Trp-lle-Gln-Asn-Pen-Pro-Arg-Gly-NH 2 

I (W* 1) 
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KIPRIS(§:>ll = 3|gfi) 



HI 01 XI 12 / 12 



Pmp: 3.P- (3-E|oHyEHU|BH)-p- 

D-Trp: 
• Pen: L-fi||M^o|-°J 
"lie: L-o|rtSO|>J Gin: L-^Ef°j 



Asn: L-o^nfetZj Pro: L- = #£! 
Arg: L-oh=L7|t! 
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